of which only one third were phase II or III trials involving over 200 subjects. His review and many others have extensively discussed why so many different drugs were found effective in animal models of acute brain ischemia and even sometimes in phase II trials in humans, but so far never in large phase III randomized clinical trials (RCT) [3] [4] [5] . Whatever the reasons -too narrow biochemical target of drugs, poor or insufficient preclinical data, inadequate methodology of clinical trials, etc. -the fact is that so far all neuroprotective drugs, including calcium channel blockers, NMDA antagonists, AMPA antagonists, GABA antagonists, antioxidants, magnesium, NO-signal transduction down-regulators, leukocytes inhibitors, etc., have failed to decrease mortality and disability in patients with cerebral infarction. Much hope had been raised, for example, by compound NXY-059, a free radical spin trap, which had very impressive preclinical data [6, 7] : it was effective at both reducing infarct size and improving functional outcome in rodent and primate models of cerebral infarction and its efficacy was stronger than that of other neuroprotective drugs studied in the same models. Optimism was reinforced after the results of the first phase III RCT, 'SAINT I', based on 1,699 subjects, which showed a reduced disability at 90 days [8] . However, this was not confirmed in the larger SAINT II trial based on 3,306 patients which was entirely negative [9] . Reasons for this failure have again been widely disThe CHIMES trial [1] , comparing a product from traditional Chinese medicine (TCM) and a placebo in patients with cerebral infarction, has already recruited 1,100 patients and is nearly completed. Over the 5 years it has been running, every time its protocol was presented at neurology or stroke meetings by one of the investigators it was met with a mixture of interest, skepticism and sometimes aggressiveness. Yet there are at least two good reasons to keep an open mind towards studying products from natural substances in cerebral infarction: the first is the constant failure of neuroprotective agents in this frequent worldwide condition which remains devastating despite treatments presently available; the second is the remarkable number of drugs coming from natural substances that are effective in other human diseases.
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Among the many treatments that have been studied over the last 30 years in patients with cerebral infarction, four so far have an evidence-based efficacy: Stroke Unit care, intravenous rt-PA thrombolysis in the first 4.5 h, aspirin and, in the few patients with malignant middle cerebral artery infarction, hemicraniectomy. However, the vast majority of trials have in fact been devoted to a different approach, namely neuroprotection, the aim of which is to 'antagonize the injurious biochemical and molecular events that eventuate in irreversible ischemic injury' [2] . In his 2008 review, Ginsberg [2] found 120 completed trials of neuroprotection for ischemic stroke, cussed [2, 10] and might include a suboptimal biochemical and physicochemical profile of the drug, a longer window treatment (6 h) compared with that of studies in animals [2] , and a too narrow effect on the ischemic cascade [10] . One of the most extensively studied drugs is the phospholipid precursor, citicoline (CDP-choline), which, on top of its neuroprotective effect, increases endogenous neuronal plasticity [11] . Many studies and meta-analyses have been performed over 2 decades with this drug and an increase in the probability of complete recovery at 3 months has been found in a pooled analysis of 1,652 patients [12] . Unfortunately, once again, the largest RCT so far, 'ICTUS' [13] , based on 2,298 patients, failed to show a benefit and was actually stopped for futility after analysis of complete data from 2,078 patients.
The accumulation of these negative results has led to a widespread pessimism about neuroprotection and, more generally, about the development of new drugs to treat cerebral infarction other than new thrombolytics such as desmoteplase [14] or tenecteplase [15] , or drugs that are able to increase thrombolysis such as antiplatelet agents and antithrombin drugs. Indeed, given the failure of the classical approach from molecular targets to animal models and to clinical trials in humans, many pharmaceutical companies have decided to stop all their research in acute stroke treatment.
Facing this situation, and rather than be resigned to this dreadful condition, there is little to lose by trying a different and somewhat reverse approach consisting of turning to products from natural substances that have been widely used in traditional medicines and then studying them in parallel, both in RTC in humans to assess their efficacy and in experimental models in vitro and in vivo to understand their putative mode of action. This is what has been done with NeuroAiD, a TCM compound officially registered in China in 2001 as a drug to facilitate stroke recovery at chronic stage. It has recently been shown to have potent protective effects in vitro and in vivo against focal and global ischemia in the rat and it also has a potent action to stimulate neurogenesis in vivo and in vitro [16, 17] . Whether this beneficial effect will translate in humans when initiated during the acute stage within 72 h remains an open question until the results of CHIMES [1] and other large trials are available.
The majority of the world population is still using plant [18] or animal products [19] from traditional medicine as means of therapy, but Western medicine physicians are frequently unaware that many of the effective drugs they use also come from plants. This is the case, for instance, for the most widely used drug in the whole world, i.e. aspirin, which comes from the willow tree and the meadowsweet flower; salicylic acid, the first compound extracted, was later synthesized and, in 1897, acetylated to become acetyl-salicylic acid [20] . Over 130 important drugs currently used in Western medicine come from plants, encompassing all fields of medicine including infectious disorders, cardiovascular diseases, neurological diseases such as epilepsy, cancers, etc. [18, [21] [22] [23] . Over 50% of anticancer drugs are somehow related to plants or even directly synthesized from them, such as vinblastine and vincristine isolated from Catharantus roseus, or paclitaxel (Taxol) derived from the bark of the Pacific yew tree, Taxus brevifolia [23] . Advantages and disadvantages of using plants as starting points for drug development have been extensively discussed but, given the astronomical price of the classical drug development, there is a rising interest in looking into substances used in traditional medicines which, furthermore, have at least the usual advantage of low human toxicity. TCM is the oldest and most developed of all traditional medicines and, although the substances used were not evaluated according to the Western medical standards, it is raising a growing interest, as illustrated by a recent critical review of 10 years (2000-2009) of original research reports published in the Chinese Medical Journal evaluating TCM and other natural products [24] . In summary, in a condition such as cerebral infarction, which remains both so frequent and so severe despite recent advancements in preventive and acute treatment, let us consider drugs from natural substances with a reasonable mixture of open-mindedness and scientific skepticism!
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